Background Ulcerative colitis (UC) is a chronic autoimmune inflammation of the colon. The condition significantly decreases quality of life and generates a substantial economic burden for healthcare payers, patients and the society in which they live. Some patients require chronic pharmacotherapy, and access to novel biologic drugs might be crucial for long-term remission. The analyses of costeffectiveness for biologic drugs are necessary to assess their efficiency and provide the best available drugs to patients. Objective Our aim was to collect and assess the quality of economic analyses carried out for biologic agents used in the treatment of UC, as well as to summarize evidence on the drivers of cost-effectiveness and evaluate the transferability and generalizability of conclusions. Methods A systematic database review was conducted using MEDLINE (via PubMed), EMBASE, Cost-Effectiveness Analysis Registry and CRD0. Both authors independently reviewed the identified articles to determine their eligibility for final review. Hand searching of references in collected papers was also performed to find any relevant articles. The reporting quality of economic analyses included was evaluated by two reviewers using the International Society of Pharmacoeconomics and Outcomes Research (ISPOR) Consolidated Health Economic Evaluation Reporting Standards (CHEERS) statement checklist. We reviewed the sensitivity analyses in costeffectiveness analyses to identify the variables that may have changed the conclusions of the study. Key drivers of cost-effectiveness were selected by identifying uncertain parameters that caused the highest change of the results of the analyses compared with base-case results. Results Of the 576 identified records, 87 were excluded as duplicates and 16 studies were included in the final review; evaluations for Canada, the UK and Poland were mostly performed. The majority of the evaluations revealed were performed for infliximab (approximately 75% of total volume); however, some assessments were also performed for adalimumab (50%) and golimumab (31%). Only three analyses were conducted for vedolizumab, whereas no relevant studies were found for etrolizumab and tofacitinib. The reporting quality of the included economic analyses was assessed as high, with an average score of 21 points per 24 maximum possible (range 14-23 points according to the ISPOR CHEERS statement checklist). In the case of most analyses, quality-adjusted life-years were used as a clinical outcome, and endpoints such as remission, response and mucosal healing were less common. The higher clinical effectiveness (based on response rates) of biological treatment over non-biological treatments was presented in revealed analyses. The incremental cost-utility ratios for biologics, compared with standard care, varied significantly between the studies and ranged from US$36,309 to US$456,979. The lowest value was obtained for infliximab and the highest for the treatment scheme including infliximab 5 mg/kg and infliximab 10 mg/ kg ? adalimumab. The change of utility weights and clinical parameters had the most significant influence on the results of the analysis; the variable related to surgery was the least sensitive. Conclusions Limited data on the cost-effectiveness of UC therapy were identified. In the majority of studies, the lack of cost-effectiveness was revealed for biologics, which was associated with their high costs. Clinical outcomes are transferable to other countries and could be generalized; however, cost inputs are country-specific and therefore limit the transferability and generalizability of conclusions.
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Introduction
Ulcerative colitis (UC) is an inflammatory bowel disease characterized by the chronic inflammation of colonic mucosa. Patients with UC typically present with bloody diarrhoea, the passage of pus or mucus (or both), and abdominal cramping during bowel movements [1] . The clinical course is difficult to predict and changeable due to alternating periods of remissions and exacerbations, which may occur spontaneously or in response to external triggers (e.g. treatment changes) [2, 3] .
The annual incidence of UC is from 0 to 19.2 per 100,000 persons in North America, and from 0.6 to 24.3 per 100,000 persons in Europe. The prevalence ranges from 37.5 to 248.6 per 100,000 persons in North America, and from 4.9 to 505 per 100,000 persons in Europe [4] .
The main goal of UC pharmacotherapy is to effectively obtain the remission of symptoms, and subsequently maintain symptom-free periods. Patients affected with UC often require expensive, lifelong treatment, and sometimes surgery, both of which generate great direct costs to the healthcare payer. Conventional therapy includes corticosteroids, 5-aminosalicylates (5-ASA; 5-aminosalicylic acid) and thiopurines [3] . Biologics, which target a specific inflammatory mediator, are used in patients with moderateto-severe chronic UC who are unresponsive or intolerant to current therapy. The following biologics are currently being assessed or are already used for UC therapy: tumour necrosis factor inhibitors (infliximab, adalimumab, golimumab), integrin antagonists (vedolizumab, etrolizumab) and Janus kinase (JAK) inhibitors (tofacitinib) [5] .
Clinical trials revealed that the biologics are effective in UC therapy, but also generate a heavy burden on healthcare service providers and payers [5, 6] . The increasing prevalence and high costs of UC pharmacotherapy and surgery constitute a considerable challenge for healthcare systems and generate a need for efficient and cost-effective management of this chronic long-term disease [7] . The costeffectiveness of different treatment strategies is required to make objective and verifiable reimbursement decisions, providing patients with the best treatment regimens available.
Previous reviews on a similar topic did not provide a comprehensive assessment of the quality of cost-effectiveness analyses and the key drivers of cost-effectiveness were not identified. The objective of our study was to systematically review medical databases to collect relevant publications on the cost-effectiveness of biologic treatment in UC, and to perform a sophisticated and extensive review of the methodologies used in the economic evaluations, as well as assess the quality of the collected studies and identify the key drivers of cost-effectiveness.
Materials and Methods

Systematic Literature Search
A systematic literature review was performed in July 2017 in order to obtain data on the efficiency of the biologic treatments of UC. The following databases were searched: MEDLINE (via PubMed), EMBASE, the Cost-Effectiveness Analysis (CEA) Registry and Centre for Reviews and Dissemination (CRD). The following terms were used to define the population studied: ulcerative colitis, ulcerative disease, colitis ulcerosa. We focused on the biologics that are authorized for use in UC in Europe and/or in the US: infliximab, adalimumab, golimumab, vedolizumab, etrolizumab, and tofacitinib. The following terms were used to define the intervention: biologic, TNF, tumor necrosis factor, tumour necrosis factor, infliximab, adalimumab, golimumab, Remsima, Remicade, Inflectra, Humira, Simponi, integrin antagonist, vedolizumab, Entyvio, JAK inhibitor, Janus kinases, etrolizumab, tofacitinib, Xeljanz, Jakvinus. The following terms were also used: economic analysis, economic assessment, economic evaluation, costeffectiveness, cost efficacy, and cost-utility. A detailed search strategy is available as electronic supplementary material. The CEA Registry was searched using the term 'ulcerative colitis'. In the CRD database, we omitted terms connected with the type of analysis.
The population included was described by the Population, Intervention, Comparator, Outcome (PICO) scheme: P-patients with moderate-to-severe UC (studies conducted in subpopulations were also included); I-biologic therapy with infliximab, adalimumab, golimumab, vedolizumab, etrolizumab or tofacitinib; C-not applicable, all other UC treatments were included; O-cost-effectiveness or cost-utility analyses.
The systematic review was independently carried out by two researchers, based on the same search strategy. The results for those searches were then compared; for disagreements, collaborative reassessment of the review results was performed to reach a final consensus.
Study Selection
Papers written in English were included. Neither country nor date filters were used. Original studies including primary data on the cost-effectiveness of biologics in UC, as well as reviews that led to previously undiscovered efficiency assessments, were included. Conference abstracts and posters were excluded as they did not provide the details valid for our review. The following exclusion criteria were implemented: a different intervention studied (i.e. pharmacotherapy other than biologics, surgery), different population (Crohn disease, other inflammatory bowel diseases) and different endpoints (i.e. cost assessments, clinical analyses, budget impact analyses). In this review, we included articles that fulfilled the inclusion criteria, defined within the PICO scheme, and which did not meet the exclusion criteria. During the selection of records, we used the Preferred Reporting Items for Systematic Reviews and the Meta-Analyses (PRISMA) statement.
Extraction and Presentation of Data
Data were extracted from the articles eligible. We used the Cochrane Handbook for Systematic Reviews of Intervention [8] to determine the terms collected: the first author's name, population, interventions, comparators, year of study, study design (assumptions and methods of the main analysis, i.e. the type of economic analysis, outcomes, perspective, country, time horizon, discount rates, cost reference date, currency, type of sensitivity analysis), results (total and incremental costs, total and incremental outcomes, incremental cost-effectiveness ratio/incremental cost-utility ratio [ICER/ICUR] value, conclusions on cost-effectiveness, results of sensitivity analysis). Two contributors discussed the discrepancies until a consensus was reached.
Quality Assessment
The reporting quality of the identified studies was assessed using the International Society of Pharmacoeconomics and Outcomes Research (ISPOR) Consolidated Health Economic Evaluation Reporting Standards (CHEERS) statement checklist. It does not evaluate the quality of conduct, however its objective is to ensure that the analyses are fully reported. This instrument consists of a 24-item checklist [9] verifying the presence of specific issues (e.g. perspective, comparators, time horizon) in the considered papers.
Two authors reviewed the studies and scored each question 0 (this particular aspect is not present) or 1 (this particular aspect is present). Any discrepancies were resolved by consensus.
Synthesis of Data
The identified studies were grouped depending on the type of biologics they investigated: infliximab, adalimumab, golimumab, vedolizumab, and other biologics. Cost-effectiveness was assessed based on conclusions presented by authors of the eligible studies.
Results
Study Selection
The systematic search identified 576 references. After removing duplicates, 489 remaining records were submitted for further selection based on the review of their titles and abstracts, when necessary. In the next step, we excluded 457 records for the following reasons: a different type of analysis (e.g. cost comparisons, budget impact analyses, clinical effectiveness analyses), secondary data (reviews), different intervention, different population (e.g. inflammatory bowel diseases in general, Crohn disease). Of the 32 records selected by full-text review, 16 were excluded due to secondary data (systematic reviews), ineligible publication type (conference abstracts), and different population or endpoints. The remaining 16 records were included in the review (Fig. 1) . In our review, we found four reports for Canada, three for Poland, and two for England and Wales, as well as four for the UK. Additional evaluations were performed for The Netherlands, Iran and the US.
Infliximab
Most of the identified studies related to infliximab (75%; n = 12), two of which were cost-effectiveness analyses with response and/or remission and/or mucosal healing as the outcomes [10, 11] , and ten were cost-utility evaluations with quality-adjusted life-year (QALY) as an outcome. Four analyses used decision trees as an analytic technique [11] [12] [13] [14] , whereas the Markov modelling was used in the remaining evaluations. In the study by Wilson et al. [14] , both the above modelling techniques were used (Table 1) . Two analyses (Punekar and Hawkins [13] and Tsai et al. [15] ) showed that infliximab is a cost-effective treatment option compared with standard care alone, whereas six other analyses revealed opposite conclusions [16] [17] [18] [19] [20] [21] , namely, the ICER/ICUR value exceeded the threshold [12] , infliximab was shown to be cost-effective when compared with cyclosporine therapy and surgical intervention. Toor et al. [10] concluded that infliximab had the highest clinical efficacy (presented as response and remission), but also generated high costs compared with adalimumab and golimumab. In comparison with adalimumab and vedolizumab, infliximab turned out to be the most cost-effective treatment option when remission and mucosal healing were taken into account [11] . In the study by Archer et al. [16] , infliximab was expected to be dominated by adalimumab (Table 2) .
Adalimumab
Adalimumab was assessed in eight studies, six of which were cost-utility analyses displaying QALY as an outcome [14, 16, 17, 18, 22, 23] . The Markov modelling was used in seven studies, decision trees in two studies [11, 14] , and, in the case of Wilson et al. [14] , both analytic techniques (Markov modelling and the decision tree) were used (Table 1) . Four studies showed that adalimumab is not a cost-effective treatment option when compared with standard care alone [16] [17] [18] 22] , and only one study reported the opposite conclusion [23] . Toor et al. [10] concluded that adalimumab produced higher cost per remission and cost per response, when compared with standard care, than other biologics, i.e. infliximab and golimumab. In the study by Yokomizo et al. [11] , adalimumab was dominated (proving less effective and more costly) by infliximab, when mucosal healing was included as an outcome (Table 2) .
Golimumab
Golimumab was included as a treatment option in UC in five studies, four of which were cost-utility analyses [14, 16, 17, 24] , and one included remission and response as the outcomes [10] . All the studies used the Markov modelling and one study additionally used a decision tree [14] ( Table 1) . Stawowczyk et al. [24] , Tappenden et al. [17] and Archer et al. [16] concluded that golimumab is not a cost-effective treatment option when compared with standard care alone. In the study by Toor et al. [10] , golimumab had the lowest cost of 1 additional year of remission and response compared with standard care, among other biologics included, i.e. infliximab and adalimumab. Wilson et al. [14] showed that golimumab was dominated by vedolizumab (Table 2 ).
Vedolizumab
Only three studies assessed the cost-effectiveness of vedolizumab in the treatment of UC; one used a decision tree [11] and two used both the decision tree and Markov modelling [14, 25] . Wilson et al. [14] compared vedolizumab with other biologics used in UC, i.e. infliximab, adalimumab and golimumab, and concluded that it is a cost-effective treatment option (Table 1) . Vedolizumab generated the highest outcomes (QALYs) and was cheaper than infliximab and golimumab (therefore it dominated both comparators). Only adalimumab proved to be cheaper than vedolizumab, but also less effective-the ICER for vedolizumab compared with adalimumab did not exceed the threshold value. Yokomizo et al. [11] included mucosal healing as an outcome and showed that vedolizumab was dominated by infliximab. Essat et al. [25] described the results of Evidence Review Group (ERG) assessment of vedolizumab. Based on the ERG's own calculations, it was shown that vedolizumab is expected to be dominated by surgery (Table 2) .
Quality Assessment
The results of quality assessment with the ISPOR CHEERS statement checklist are shown in Table 3 . The study by Essat et al. [25] was not assessed as it presents the results of a Health Technology Assessment (HTA) rather than typical economic analysis. The identified economic analyses obtained a rather high average result of the ISPOR CHEERS statement checklist, equalling 21 points, with a minimum and maximum value of 14 and 23, respectively. Only one study obtained the minimum value [19] , whereas the maximum value was reached by three studies [14, 22, 24] . The most common value was the average value, i.e. 21 points (see electronic supplementary material).
All the included studies had adequate titles, which identified the study as an economic evaluation (the most common phrases were cost-effectiveness, cost-utility, economic evaluation) and described the compared interventions. Studies failed to report relevant aspects on the system in which the decision needed to be made-adequate information was presented in only six studies (40%) [14, 16, 18, 21, 22, 24] . The healthcare system and reimbursement status of the drugs analysed in the particular countries were rarely described. Study perspective was rather properly described, only in one study was the information missing [23] . In a majority of revealed analyses [2, [12] [13] [14] [15] [16] [17] [18] [19] 21 , 22] a public payer perspective was applied, and in the case of two evaluations [22, 24] a social point of view was employed. One study [11] did not report information on discount rates for costs and outcomes, but the time horizon of this study was short (1 year) and discounting was not needed. In another study [19] , there was no information regarding the discount rate for outcomes, and only the rate for costs was reported. Preferences for outcomes (utility weights) were included and properly described in 13 studies (87%), whereas in the studies by Toor et al. [10] and Yokomizo et al. [11] they were not included because they employed a different type of analysis (cost-effectiveness, with remission and response as outcomes). In some studies, information on the currency and/or exchange rates was missing. Beilman et al. [23] did not describe the year of reported costs, and Xie et al. [18] presented 2008 costs in Canadian dollars but did not present the exchange rate. Only one study [10] did not reveal the values for main study parameters; the authors presented only the cost per remission and cost per response for biologics versus conventional therapy and other biologics. The heterogeneity was not assessed in any of the identified studies as no study included subgroups.
Drivers of Cost-Effectiveness
Uncertainty Within the Study
In 14 studies (88%), sensitivity analyses were carried out, and only in the study by Moradi et al. [19] were the effects of sampling uncertainty for estimated results not described as the authors failed to undertake the probabilistic sensitivity analysis. In the study by Essat et al. [25] , where the results of HTA were presented, no information on sensitivity analysis was available. Both deterministic and probabilistic sensitivity analyses were performed, and one-way sensitivity analysis was the most often used type of deterministic sensitivity analyses. The most common sensitive variables included in the analyses were the parameters of efficacy (remission/response rates, transition probabilities), utility weights, discount rates, cost parameters, and patients' characteristics (weight). The majority of studies revealed that the change of utility weights [12, 13, [16] [17] [18] [20] [21] [22] [23] [24] and clinical parameters, i.e. remission/response rates, transition probabilities, [13, 14, 17, 18, 21, 22, 24] had the highest influence on analysis results (ICER/ICUR values). The change of patients' characteristics. i.e. body weight, [12, 13] also had a significant influence on the results in some cases. The costs were less often included in the sensitivity analysis; however, they had a significant influence on the results in a few cases, i.e. the cost of response to adalimumab treatment [23] , infliximab cost [20] , health-state costs [14] , and drug costs [11] . In two studies, the change of the duration of treatment had a great influence on the results of the analysis [10, 24] . The variable related to surgery, i.e. the probability of surgical complications, was the least sensitive [20, 21, 23, 24] .
Uncertainty Between Studies
The results of some studies were also compared to estimate the impact of model assumptions on the results of the analysis. We chose analyses with the same outcomes (i.e. QALY), the same comparator (i.e. standard care) and the same intervention (i.e. infliximab, as the highest number of studies related to this biologic). Seven studies met the above criteria [15] [16] [17] [18] [19] [20] [21] , but two studies had to be subsequently excluded as one included different treatment strategies (infliximab 5 mg/kg ? infliximab 10 mg/kg ? adalimumab, and infliximab ? adalimumab [18] ), and one provided results separately for responders and patients in remission [15] . The range of the ICUR value in the remaining studies ranged from US$89,468 [16, 17] to US$240,903 [19] ; however, the conclusions relating to cost-effectiveness were the same: infliximab was not a cost-effective option in the treatment of UC compared with standard care alone. All analyses used the Markov modelling, but the time horizon differed significantly from 5 years [19] to lifetime [16] , and the lowest and highest ICUR values were obtained for analyses with the longest and shortest time horizon, respectively. The other model assumptions were similar-discount rates: 5% in the majority of cases, or 3.5% in the studies by Tappenden et al. [17] , Archer et al. [16] and Stawowczyk et al. [21] (only for effects); study perspective: public payer/health system; reference year: 2013-2015; utility weights: based on the studies by Arseneau et al. [26] (all studies) and Woehl et al. [27] (studies [16, 17, 21] ).
Model Structure
To compare the structures of the models, we first chose analyses that used the Markov modelling as this was the methodology most often performed; we identified 12 such analyses [14] [15] [16] [17] [18] [19] [20] [21] [22] [23] [24] [25] , but in study by Essat et al. [25] the model structure was not presented in a form of diagram and no detailed information was provided. That was the reason why this study was excluded.
Beilman et al. [23] and Ung et al. [20] compared two scenarios-when adalimumab is available and when it is not available. Several health states were identified: unwell during treatment, response (to pharmacotherapy or surgery), complications (after pharmacotherapy or surgery) and death. Chronic pouchitis was analysed regardless of complications after surgery and was considered as a separate state.
The structure of the model presented by Moradi et al. [19] was less sophisticated and included only three states, i.e. remission, response and surgery.
All three models used in the studies by Stawowczyk et al. [21, 22, 24] were similar and included the following states: remission (after pharmacotherapy or surgery), response, active disease, surgery, and complications after surgery. The model for infliximab [21] additionally included the second-line treatment with adalimumab (after failure of infliximab treatment). Similar states and model structures were included in the study by Tsai et al. [15] , Archer et al. [16] and Tappenden et al. [17] ; however, only first-line biologic treatment was included. Tsai et al. [15] included the following health states: temporary discontinuers, remission, mild, moderate-severe, surgery, post-surgery remission and post-surgery complications. Archer et al. [16] and Tappenden et al. [17] divided the model structure into four parts, i.e. on biological treatment, non-biological treatment, post-surgery, and dead. The first and second parts included the same states: active UC, response, and remission, while the third and fourth parts included only one state: post-surgery (with/without complications) and dead, respectively.
Wilson et al. [14] did not include the response state, but instead two others were included: mild with a Mayo score of 3-5 and moderate-severe with a Mayo score of 6-12. Additionally, six other states were included: remission with a Mayo score of 0-2, surgery (from moderate-severe state), post-surgery remission, post-surgery complications, discontinue and death.
In the analysis by Xie et al. [18] , three strategies were included: usual care, infliximab 5 mg/kg followed by adalimumab, and infliximab 5 mg/kg followed by infliximab 10 mg/kg and then adalimumab. The states in the model were similar to those in other studies, i.e. response, remission, surgery, complications, and active disease.
We also compared the model structures in analyses where the decision trees were the chosen methods of modelling [11] [12] [13] [14] ; a significant heterogeneity in the approaches used in the considered analyses was revealed. The structure of the decision trees and the assumptions included in the modelling varied among the studies.
Chaudhary and Fan [12] used the decision tree to compare infliximab, cyclosporine and surgery over a 1-year time horizon. The following states were included: surgery or remission after pharmacotherapy, and remission or complication after surgery.
In another study, infliximab treatment was compared with standard care, cyclosporine and surgery [13] . The states included initial remission and early surgery, and initial remission transitioned to ongoing remission and late surgery states.
Quite a simple version of the decision tree was used in the study by Wilson et al. [14] for the evaluation of biologic induction. Patients who responded to therapy during the induction period and did not discontinue as a result of adverse effects, remained on maintenance treatment (entered Markov model). Patients who did not respond during the induction phase, lost response during the maintenance phase, or discontinued due to adverse events switched to induction with conventional therapy [14] .
No detailed structure of the decision analytical model was provided in the case of the decision tree used to compare the cost-effectiveness of the first-line treatment with adalimumab, infliximab or vedolizumab to induce mucosal healing [11] . The authors presented only a simplified scheme, without particular states or transitions. The lack of data on the methods used makes it impossible to compare the model structure with other analyses.
Data Sources
The half of analyses included the results of single clinical trials collected in the review of literature in order to estimate the transition probabilities in the model [10-12, 15, 19, 22-24] . In other studies, the meta-analyses and indirect comparisons (network meta-analyses) of the identified clinical trials were conducted to obtain the clinical data used as input for simulations [13, 14, 16-18, 20, 21, 25] .
The country databases were a source of information to estimate the unit costs of drugs and medical services in 13 of 16 identified analyses [10-19, 21, 22, 24] . In only two studies [20, 23] was the literature search conducted to obtain the cost data. In study by Essat et al., no information on cost sources was provided [25] .
Discussion
We identified 16 economic analyses, mainly cost-utility analyses, which assessed the cost-effectiveness of biologic drugs (infliximab, adalimumab, golimumab, and vedolizumab) in the treatment of UC. The assessed interventions were mainly compared with standard care alone, but cyclosporine, surgical intervention and other biologics were also included as comparators in some cases. The highest number of economic analyses related to infliximab, and only three of the analyses included vedolizumab, including one HTA report. The vast majority of studies used Markov modelling and only five studies used the decision trees. All Markov models included response, remission, and surgery states, but response state was, in some cases, replaced by mild state. The second-line biologic treatment was rarely included in the analysis. The structure of decision trees varied significantly between the studies. The most commonly applied time horizon was lifetime (30 years or more), which was adopted in 44% of analyses (7 of 16), but a 1-year time horizon was also employed quite often (27% of the analyses). In our opinion, a lifetime horizon is more valuable for chronic diseases as the longer period of observation provide more sophisticated information on consequences of therapy compared with a 1-year horizon. The QALY was used as an outcome in 88% of the analyses, while the other analyses used remission, response and mucosal healing. Cost-effectiveness studies on new treatments should take into consideration the impact of the new interventions on patient productivity and a corresponding economic burden for the society. Therefore, it should be emphasized that only two of the economic analyses also carried out the calculations from a social perspective, and took into account the impact of treatment on work productivity, which seems quite unusual because UC, a condition usually diagnosed in middle-aged patients, generates a significant loss of productivity; therefore, indirect costs could even exceed direct healthcare costs. Both analyses were conducted in Polish settings [22, 24] . Further studies should be performed to measure the influence of productivity loss on the cost-effectiveness of biologic drugs in UC.
The quality of the included analyses was evaluated as high, based on review of methodologies used and total score of the CHEERS reporting quality. A majority of valuable and important information referring to reporting quality was provided in the reports collected, excluding the description of national healthcare systems or reimbursement status of assessed intervention, which was quite rarely presented in the analyses.
According to reimbursement criteria, the acceptable cost-effectiveness of biologics compared with standard care alone was revealed in only three studies. The performed sensitivity analyses demonstrated that the costeffectiveness results (ICER/ICUR values) were the most sensitive to the change of utility weights and clinical parameters (response/remission rates, transition probabilities). The between-study comparison may suggest that the longer the time horizon, the lower the ICUR values. This may result from the fact that UC is a lifelong disease and its effects revealed during the whole lifespan.
The included analyses were country-specific as they included the costs of therapies valid for each specified country. Clinical outcomes can be transferred to other countries and generalized; however, cost inputs are largely country-specific, which in turn limits the transferability and generalizability of the results and conclusions to other countries. Another issue is the differences in healthcare systems and reimbursement policies between countries, and also the methods of inpatient or outpatient care, which may have a significant influence on the results and final conclusions of economic evaluations.
We critically reviewed the collected publications but also discussed the model structures, cost sources, model assumptions, model validation and key drivers for costeffectiveness analyses to provide a substantial contribution over the existing reviews in the topic.
We limited the final review to studies written in English, which may be considered as a limitation, as this approach produced the potential omission of relevant papers. Several identified analysis were conducted directly by manufacturers and their results were published in a form of an HTA report. We did not include the results of manufacturers' calculations, which may also be a limitation, but the results of analysis carried out by HTA agencies were taken into account. Such an approach was implemented because manufacturers' analysis, which are industry-sponsored evaluations, may be biased. Another limitation is that the quality assessment was not performed for one analysis [25] . The analysis results were presented as an ERG assessment and did not include the structure typical for economic evaluations. The heterogeneity of model assumptions was the reason why meta-analysis was not performed for identified studies, which also constitutes a limitation of this review.
Despite the above limitations, we included the majority of cost-effectiveness studies currently available, which enabled us to evaluate the overall quality and identify key drivers of cost-effectiveness.
This study is the most comprehensive review that incorporates economic evaluations referring to UC treatments. It includes quality assessment with a validated instrument and in-depth analysis of cost-effectiveness key drivers.
There is a need for studies that will provide evidence for the effectiveness of long-term treatment of UC and resolve the uncertainty associated with the key drivers of efficiency.
Conclusions
We identified well-reported economic analyses providing conclusions on the cost-effectiveness of infliximab, adalimumab, golimumab and vedolizumab therapy in UC. Conclusions based on the performed cost-effectiveness analyses were not unequivocal. The key drivers identified in the review were utility weights and clinical inputs.
Data Availability Statement We made every effort to provide a sophisticated and complex set of data while performing the review. Any data valid during the current review were presented in the electronic upplementary material.
